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AB alpha-Synuclein is a component of abnormal protein depositions of Lewy 
bodies and senile plaques found in Parkinson's and Alzheimer's 
diseases, respectively. By using chemical coupling reagents such as 
dicyclohexylcarbodiimide or N- (ethoxycarbonyl) -2-ethoxy-l, 
2-dihydroquinoline, the protein was shown to experience 

self -oligomerization in the presence of either copper (II) or Abeta25-35. 
The oligomers which appeared as a ladder on a 10-20% Tricine/SDS-PAGE have 
been suggested to participate in the formation of protein aggregations by 
possibly providing a nucleation center. Since oxidatively modified 
protein could increase its own tendency toward protein aggregation, 



metal-catalyzed oxidation of alpha- synuclein has been examined 
with copper (II) and hydrogen peroxide in the absence of the coupling 
reagent. Intriguingly, the protein was also self -oligomerized into an 
SDS-resistant ladder on the gel. This biochemically specific 
copper-mediated oxidative oligomerization was shown to be dependent upon 
the acidic C-terminus of alpha-synuclein because the C-terminally 
truncated proteins such as alpha-synll4 and alpha-syn97 were not affected 
by the metal and hydrogen peroxide. More importantly, the 
oxidative oligomerization was synergistically enhanced by the presence of 
Abeta25-35, indicating that the peptide interaction with alpha-synuclein 
facilitated the copper (II) binding to the acidic C-terminus and subsequent 
oxidative crosslinking . It has been, therefore, suggested that 
abnormalities in copper and H(2)0(2) homeostasis and certain pathological 
factors functionally similar to the Abeta25-35 could play critical roles 
in the metal -catalyzed oxidative oligomerization of 

alpha-synuclein, which may lead to possible protein aggregation and 

neurodegenerations . 
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AB Accumulation of advanced glycation endproducts (AGE) in the brain is a 
feature of ageing and degeneration, especially in Alzheimer's 
disease (AD) . Increased AGE levels explain many of the neuropathological 
and biochemical features of AD such as extensive protein 
crosslinking (beta-amyloid and MAP-tau) , oxidative stress and 
neuronal cell death. Oxidative stress and AGEs initiate a positive 
feedback loop, where normal age-related changes develop into a 
pathophysiological cascade. Combined intervention using antioxidants, 
metal chelators, anti- inflammatory drugs and AGE-inhibitors may be 
a promising neuroprotective strategy. 



= > 



FILE 'CAPLUS' ENTERED AT 20:44:19 ON 24 MAY 2007 

USE IS SUBJECT TO THE TERMS OF YOUR STN CUSTOMER AGREEMENT. 

PLEASE SEE "HELP USAGETERMS" FOR DETAILS. 

COPYRIGHT (C) 2007 AMERICAN CHEMICAL SOCIETY (ACS) 



Copyright of the articles to which records in this database refer is 
held by the publishers listed in the PUBLISHER (PB) field (available 
for records published or updated in Chemical Abstracts after December 
26, 1996), unless otherwise indicated in the original publications. 
The CA Lexicon is the copyrighted intellectual property of the 
American Chemical Society and is provided to assist you in searching 
databases on STN. Any dissemination, distribution, copying, or storing 
of this information, without the prior written consent of CAS, is 
strictly prohibited. 

FILE COVERS 1907 - 24 May 2007 VOL 146 ISS 22 
FILE LAST UPDATED: 23 May 2007 (20070523/ED) 

Effective October 17, 2 005, revised CAS Information Use Policies apply. 
They are available for your review at: 

http : / / www . cas . org/ inf opolicy . html 

=> E BUSH ASHLEY I /IN 25 



El 1 BUSH ARTHUR B JR/lN 

E2 1 BUSH ASHLEY/ IN 

E3 10 --> BUSH ASHLEY I /IN 

E4 3 BUSH ASHLEY IAN/ IN 

E5 1 BUSH ASHLEY L/IN 

E6 1 BUSH BRADLEY S/IN 

E7 1 BUSH BRADLEY STEPHEN/ IN 

E8 1 BUSH BRIAN/IN 

E9 2 BUSH BRIAN DAVID/ IN 

E10 1 BUSH C ALLEN/ IN 

Ell 1 BUSH CAROL L/IN 

E12 1 BUSH CAROLE/ IN 

El 3 1 BUSH CATHERINE/ IN 

E14 1 BUSH CHARLENE ELEANOR/ IN 

E15 1 BUSH CHARLES HUNTER/ IN 

E16 8 BUSH CHARLES N/IN 

El 7 2 BUSH CHARLES NEAL/lN 

E18 1 BUSH CHRISTOPHER/ IN 

E19 2 BUSH CHRISTOPHER DAVID/IN 

E20 1 BUSH CHRISTOPHER JOHN THOMSON/ IN 

E21 1 BUSH CHRISTOPHER N/IN 

E22 3 BUSH CONDON S/IN 

E23 ,1 BUSH CRAIG P/IN 

E24 2 BUSH CRAIG PALMER/ IN 

E25 1 BUSH DARRELL/IN 



=> S (E3) AND (METAL, CROSSLINKING, REDOX) 
10 "BUSH ASHLEY I "/IN 
1738022 METAL 

87584 8 METALS 
2109471 METAL 

(METAL OR METALS) 
201885 CROSSLINKING 

134 CROSSLINKINGS 
2 01944 CROSSLINKING 

(CROSSLINKING OR CROSSLINKINGS) 
137447 REDOX 

8 REDOXES 



137450 REDOX 

(REDOX OR REDOXES) 

0 METAL, CROSSLINKING, REDOX 

(METAL (W) CROSSLINKING (W) REDOX) 
LI 0 ("BUSH ASHLEY I"/IN) AND (METAL, CROSSLINKING, REDOX) 

=> S (E3) AND (METAL, CROSSLINKING) 
10 "BUSH ASHLEY I "/IN 
1738022 METAL 

875848 METALS 
2109471 METAL 

(METAL OR METALS) 
201885 CROSSLINKING 

134 CROSSLINKINGS 
201944 CROSSLINKING 

(CROSSLINKING OR CROSSLINKINGS) 
154 METAL, CROSSLINKING 

(METAL (W) CROSSLINKING) 
L2 0 ("BUSH ASHLEY I"/IN) AND (METAL, CROSSLINKING) 

=> S (E3) AND ( CROSSLINKING, ALZHEIMER) 
10 "BUSH ASHLEY I "/IN 
2 01885 CROSSLINKING 

134 CROSSLINKINGS 
201944 CROSSLINKING 

(CROSSLINKING OR CROSSLINKINGS) 
44955 ALZHEIMER 

790 ALZHEIMERS 
45017 ALZHEIMER 

(ALZHEIMER OR ALZHEIMERS) 
7 CROSSLINKING, ALZHEIMER 

(CROSSLINKING (W) ALZHEIMER) 
L3* 0 ("BUSH ASHLEY I"/IN) AND ( CROSSLINKING, ALZHEIMER) 

=> S (E3) AND ( ALZHEIMER) 

10 "BUSH ASHLEY I "/IN 
44955 ALZHEIMER 

790 ALZHEIMERS 
45017 ALZHEIMER 

(ALZHEIMER OR ALZHEIMERS) 
L4 7 ("BUSH ASHLEY I "/IN) AND ( ALZHEIMER) 

=> S (E3) AND ( ALZHEIMER, METAL) 
10 "BUSH ASHLEY I "/IN 
44955 ALZHEIMER 

790 ALZHEIMERS 
45017 ALZHEIMER 

(ALZHEIMER OR ALZHEIMERS) 
1738022 METAL 

875848 METALS 
2109471 METAL 

(METAL OR METALS) 

1 ALZHEIMER, METAL 

(ALZHEIMER (W) METAL) 
L5 0 ("BUSH ASHLEY I"/IN) AND ( ALZHEIMER, METAL) 

=> S (E3) AND ( ALZHEIMER) 

10 "BUSH ASHLEY I "/IN 
44955 ALZHEIMER 

790 ALZHEIMERS 
45017 ALZHEIMER 

(ALZHEIMER OR ALZHEIMERS) 
L6 7 ("BUSH ASHLEY I"/IN) AND ( ALZHEIMER) 



=> DIS L6 1 IBIB IABS 

THE ESTIMATED COST FOR THIS REQUEST IS 2.83 U.S. DOLLARS 
DO YOU WANT TO CONTINUE WITH THIS REQUEST? (Y)/N:Y 



L6 ANSWER 1 OF 7 CAPLUS COPYRIGHT 2 007 ACS on STN 
ACCESSION NUMBER: 2005:453721 CAPLUS 

DOCUMENT NUMBER: 142:476270 

TITLE: Method of screening for drugs useful in treating 

Alzheimer's disease based on alteration of. 

production of reduced metal ions and hydrogen peroxide 
INVENTOR (S): Bush, Ashley I.; Huang, Xudong; Atwood, 

Craig S.; Tanzi, Rudolph E. 
PATENT ASSIGNEE (S): The General Hospital Corporation, USA 

SOURCE: U.S. Pat. Appl . Publ . , 46 pp., Cont . -in-part of U.S. 

Ser. No. 380,704. 

CODEN: USXXCO 
DOCUMENT TYPE: Patent 
LANGUAGE : Engl i sh 

FAMILY ACC. NUM. COUNT: 4 
PATENT INFORMATION: 



PATENT NO. 






KIND 


DATE 






APPLICATION NO. 




DATE 


US 


2005112543 




Al 




20050526 




US 2003- 


643226 




20030819 


WO 


9840071 






Al 




19980917 




WO 1998- 


US4683 




19980311 




W: AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


CA, CH, 


CN, 


CU, CZ, DE, 




DK, 


EE, 


ES, 


FI, 


GB, 


GE, 


GH, 


GM, 


GW, 


HU, 


ID, IL, 


IS, 


JP, KE, KG, 




KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, 


LT, 


LU, 


LV, 


MD, MG, 


MK, 


MN, MW, MX, 




NO, 


NZ, 


PL, 


PT, 


RO, 


RU, 


SD, 


SE, 


SG, 


SI, 


SK, SL, 


TJ, 


TM, TR, TT, 




UA, 


UG, 


US, 


UZ, 


VN, 


YU, 


zw 
















RW: GH, 


GM, 


KE, 


LS, 


MW, 


SD, 


sz, 


UG, 


ZW, 


AT, 


BE, CH, 


DE, 


DK, ES, FI, 




FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


BF, BJ, 


CF, 


CG, CI, CM, 




GA, GN, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 












US 


6638711 






Bl 




20031028 




US 2000- 


560883 




20000428 


US 


7045531 






Bl 




20060516 




US 2000- 


380704 




20000606 



PRIORITY APPLN. INFO. : WO 1998-US4683 W 19980311 

US 2000-560883 A3 20000428 

US 2000-380704 A2 20000606 

US 1997-816122 A2 19970311 

US 1999-131579P P 19990429 

US 1999-380704 A2 19990908 

ABSTRACT: 

The invention discloses methods for identifying candidate pharmacol . agents to 

be used in the treatment and/or prevention of Alzheimer's disease 

and/or related pathol . conditions. The methodol . of the invention involves 

determining whether the agent is capable of altering production of hydrogen 

peroxide, 

Cu(I) , or Fe(II) . 
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ABSTRACT: 

The present invention is directed to the identification of agents that can be 

used to decrease the neurotoxicity of amyloid p (Ap) and the 

formation of Ap polymers, and to the use of such agents to develop methods 

of preventing, treating or alleviating Alzheimer's disease (AD) 

and/or the symptoms of AD. More specifically, the present invention is 

directed to the identification of agents that could be used to treat AD. 

Because the ability of Ap to function as an antioxidant, i.e., to generate 

H202 from 02- may, in many instances, be beneficial, the invention also relates 

to a method for identifying an agent to be used in the treatment and/or 

prevention of AD and symptoms thereof, wherein said agent is capable of 

interfering with the interaction of 02 and Ap to generate H202 without 

interfering with the SOD-like activity of AP, i.e., the ability of Ap 

to function as an antioxidant. Thus, the invention relates to a method for the 

identification of an agent to be used in the treatment and/or prevention of AD 

and/or symptoms thereof, wherein the agent inhibits oxygen -dependent hydrogen 

peroxide formation activity, but does not inhibit the superoxide -dependent 

hydrogen peroxide formation, the method comprising: (a) adding the agent to an 

Ap-containing sample; (b) determining whether the agent is capable of inhibiting 

dissolved oxygen-dependent hydrogen peroxide formation; and (c) determining whether 

the agent is capable of not inhibiting the Ap-catalyzed 

superoxide -dependent hydrogen peroxide formation. In a preferred .embodiment , 
the method of determining whether the agent is capable of not inhibiting the 
superoxide -dependent hydrogen peroxide formation is conducted using pulse 
radiolysis or the NBT assay. In a preferred embodiment, the determination of the 
ability of the agent to inhibit the Ap-catalyzed superoxide -dependent 
hydrogen peroxide formation is made by determining whether AP is capable of 
catalytically producing Cu(I) , Fe(II) or H202 . 
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ABSTRACT : 

The invention relates to the identification of clioquinol as a pharmaceutical^ 
therapeutic agent for treatment of Alzheimer's disease and related 
pathol. conditions. Very low doses (8 nM) of clioquinol resolubilized more 
than twice the amount of p-amyloid compared to PBS alone. 
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ABSTRACT: 














The invention relates 


to the 


identification 


of 


Pharmacol, agents to be used 



in 



the treatment of Alzheimer's disease and related pathol . conditions. 
Methods and compns . for treatment of conditions caused by amyloidosis, 
AP-mediated ROS formation, or both, such as Alzheimer's disease, 
are disclosed. 
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ABSTRACT: 

The disclosed invention relates to assays for detecting and quantifying ap 
peptide, using solid supports that are coated with heavy metal cations, such as 
zinc (II) or copper (II) form of a nitriloacetic acid. Further, diagnostic 
kits are described which are used to carry out the assays of the present 
invention. An improvement in an assay for detection of Ap peptide is 
suggested which comprises forming a heavy metal cation/solid support complex. 
The preferred heavy metal cations for this improvement are zinc. (II) or copper 
(II) form of a nitriloacetic acid. Finally, methods and kits for bulk purification 
of Ap peptides from biol . fluids are taught. 
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ABSTRACT : 

The invention relates to rapid methods for determining formation of Ap amyloid 
and screening compds . which inhibit formation of Ap amyloid in vitro, as 
well as kits for carrying out the present methods. Such an agent used in vivo 
may prevent, ameliorate or reverse the symptoms of Alzheimer's 
disease and Ap amyloidotic disorders related to Alzheimer's 

disease and Down's syndrome. The process described in this invention involves 
the rapid induction of Ap amyloid by a heavy metal cation capable of 
binding to a polypeptide comprising at least amino acids 6 to 2 8 of AP, 
such as zinc to form amyloid and determination of formation of tinctorial Ap 
amyloid. 
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ABSTRACT : 

The present invention relates to the diagnosis, prevention, and 
pathophysiol . conditions associated with amyloid accumulation, 
therapeutic mols. and contrast imaging agents exhibiting a high affinity for 
amyloid deposits, and pharmaceutical compns . thereof are described. The 
invention also provides methods of using these bifunctional mols., contrast 
imaging agents, and pharmaceutical compns. for detecting the presence of 
amyloid deposits using imaging techniques; and for preventing or treating 
amyloid-related conditions, such as, for example, Alzheimer's 
disease. 
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ABSTRACT: 

The invention discloses methods for identifying candidate Pharmacol, agents to 

be used in the treatment and/or prevention of Alzheimer's disease 

and/or related pathol . conditions. The methodol . of the invention involves 

determining whether the agent is capable of altering production of hydrogen 

peroxide, 

Cu(I) , or Fe(II) . 
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The present invention relates to the diagnosis, prevention, and treatment of 
pathophysiol . conditions associated with amyloid accumulation. Bifunctional 
therapeutic mols. and contrast imaging agents exhibiting a high affinity for 
amyloid deposits, and pharmaceutical compns . thereof are described. The 
invention also provides methods of using these bifunctional mols., contrast 
imaging agents, and pharmaceutical compns. for detecting the presence of 
amyloid deposits using imaging techniques; and for preventing or treating 
amyloid-related conditions, such as, for example, Alzheimer's 
disease . 
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ABSTRACT : 

The present invention is directed to the identification of agents that can be 
used to decrease the neurotoxicity of amyloid p (Ap) and the 



formation of Ap polymers, and to the use of such agents to develop methods 

of preventing, treating or alleviating Alzheimer's disease (AD) 

and/or the symptoms of AD. More specifically, the present invention is 

directed to the identification of agents that could be used to treat AD. 

Because the ability of AP to function as an antioxidant, i.e., to generate 

H202 from 02- may, in many instances, be beneficial, the invention also relates 

to a method for identifying an agent to be used in the treatment and/or 

prevention of AD and symptoms thereof, wherein said agent is capable of 

interfering with the interaction of 02 and Ap to generate H202 without 

interfering with the SOD-like activity of AP, i.e., the ability of Ap 

to function as an antioxidant. Thus, the invention relates to a method for the 

identification of an agent to be used in the treatment and/or prevention of AD 

and/or symptoms thereof, wherein the agent inhibits oxygen -dependent hydrogen 

peroxide formation activity, but does not inhibit the superoxide -dependent 

hydrogen peroxide formation, the method comprising: (a) adding the agent to an 

Ap-containing sample; (b) determining whether the agent is capable of inhibiting 

dissolved oxygen-dependent hydrogen peroxide formation; and (c) determining whether 

the agent is capable of not inhibiting the Ap-catalyzed 

superoxide -dependent hydrogen peroxide formation. In a preferred embodiment, 
the method of determining whether the agent is capable of not inhibiting the 
superoxide -dependent hydrogen peroxide formation is conducted using pulse 
radiolysis or the NBT assay. In a preferred embodiment, the determination of the 
ability of the agent to inhibit the Ap-catalyzed superoxide-dependent 
hydrogen peroxide formation is made by determining whether Ap is capable of 
catalytically producing Cu(I), Fe(II) or H202 . 

REFERENCE COUNT: 208 THERE ARE 2 08 CITED REFERENCES AVAILABLE FOR 

THIS RECORD. ALL CITATIONS AVAILABLE IN THE RE 
FORMAT 



=> DIS L7 5 IBIB IABS 

THE ESTIMATED COST FOR THIS REQUEST IS 2.83 U.S. DOLLARS 
DO YOU WANT TO CONTINUE WITH THIS REQUEST? (Y)/N:Y 



L7 ANSWER 5 OF 7 CAPLUS COPYRIGHT 2 007 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE: 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



2000:790364 CAPLUS 
133:344631 

Method of screening for drugs useful in treating 
Alzheimer's disease 

Bush, Ashley I.; Huang, Xudong; Atwood, 

Craig S.; Tanzi, Rudolph E. 

The General Hospital Corporation, USA 

PCT Int. Appl., 98 pp. 

CODEN: PIXXD2 

Patent 

English 

4 



PATENT NO. 






KIND 


DATE 






APPLICATION 


NO. 




DATE 


WO 2000066181 




Al 




20001109 




WO 2000- 


US11715 




20000501 


W: AE, 


AG, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, 


BR, 


BY, 


CA, 


CH, CN, CR, 


cu, 


CZ, 


DE, 


DK, 


DM, 


DZ, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, 


GM, HR, HU, 


ID, 


IL, 


IN, 


IS, 


JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, 


LS, LT, LU, 


LV, 


MA, 


MD, 


MG, 


MK, 


MN, 


MW, 


MX, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, SD, SE, 


SG, 


si, 


SK, 


SL, 


TJ, 


TM, 


TR, 


TT, 


TZ, 


UA, 


UG, 


UZ, 


VN, 


YU, ZA, ZW 


RW: GH, 


GM, 


KE, 


LS, 


MW, 


SD, 


SL, 


SZ, 


TZ, 


UG, 


ZW, 


AT, 


BE, 


CH, CY, DE, 


DK, 


ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, 


NL, 


PT, 


SE, 


BF, BJ, CF, 


CG, 


CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, 


TD, 


TG 






CA 2371768 






Al 




20001109 




CA 2000- 


2371768 




20000501 


EP 1196198 






Al 




20020417 




EP 2000- 


928644 




20000501 


R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, 


IT, 


LI, 


LU, 


NL, 


SE, MC, PT, 



IE, SI, LT, LV, FI, RO 
JP 2002543402 T 20021217 JP 2000-615064 20000501 

AU 776951 B2 20040930 AU 2000-46849 20000501 

PRIORITY APPLN. INFO. : US 1999-131579P P 19990429 

WO 2000-US11715 W 20000501 

ABSTRACT : 
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the treatment and/or prevention of Alzheimer's disease and/or related 
pathol . conditions . 

REFERENCE COUNT: 7 THERE ARE 7 CITED REFERENCES AVAILABLE FOR THIS 

RECORD. ALL CITATIONS AVAILABLE IN THE RE FORMAT 



=> DIS L7 6 IBIB IABS 

THE ESTIMATED COST FOR THIS REQUEST IS 2.83 U.S. DOLLARS 
DO YOU WANT TO CONTINUE WITH THIS REQUEST? (Y)/N:Y 



L7 ANSWER 6 OF 7 CAPLUS COPYRIGHT 2 007 ACS on STN 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
TITLE : 

INVENTOR (S) : 

PATENT ASSIGNEE (S) : 
SOURCE : 

DOCUMENT TYPE: 
LANGUAGE : 

FAMILY ACC. NUM. COUNT: 
PATENT INFORMATION: 



1999:594906 CAPLUS 
131:209140 

Agents for use in the treatment of Alzheimer 
' s disease 

Bush, Ashley L. ; Huang, Xudong; Atwood, 

Craig S.; Tanzi, Rudolph E. 

The General Hospital Corporation, USA 

PCT Int. Appl., 180 pp. 

CODEN: PIXXD2 

Patent 

English 

1 



PATENT NO. 



KIND DATE 



APPLICATION NO. 



DATE 



WO 


9945907 






A2 




19990916 




WO 1999- 


US5291 




19990311 


wo 


9945907 






A3 




20000406 














W: AE, 


AL, 


AM, 


AT, 


AU, 


AZ, 


BA, 


BB, 


BG, BR, 


BY, CA, 


CH, 


CN, CU, CZ, 




DE, 


DK, 


EE, 


ES, 


FI, 


GB, 


GD, 


GE, 


GH, GM, 


HR, HU, 


ID, 


IL, IN, IS, 




JP, 


KE, 


KG, 


KP, 


KR, 


KZ, 


LC, 


LK, 


LR, LS, 


LT, LU, 


LV, 


MD, MG, MK, 




MN, 


MW, 


MX, 


NO, 


NZ, 


PL, 


PT, 


RO, 


RU, SD, 


SE, SG, 


SI, 


SK, SL, TJ, 




TM, 


TR, 


TT, 


UA, 


UG, 


UZ, 


VN, 


YU, 


ZW 










RW: GH, 


GM, 


KE, 


LS, 


MW, 


SD, 


SL, 


SZ, 


UG, ZW, 


AT, BE, 


CH, 


CY, DE, DK, 




ES, 


FI, 


FR, 


GB, 


GR, 


IE, 


IT, 


LU, 


MC, NL, 


PT, SE, 


BF, 


BJ, CF, CG, 




CI, 


CM, 


GA, 


GN, 


GW, 


ML, 


MR, 


NE, 


SN, TD, 


TG 






us 


6323218 






Bl 




20011127 




US 1998- 


38154 




19980311 


CA 


2323458 






Al 




19990916 




CA 1999- 


2323458 




19990311 


AU 


9929981 






A 




19990927 




AU 1999- 


29981 




19990311 


AU 


752236 






B2 




20020912 












EP 


1061923 






A2 




20001227 




EP 1999- 


911307 




19990311 


EP 


1061923 






Bl 




20050615 














R: AT, 


BE, 


CH, 


DE, 


DK, 


ES, 


FR, 


GB, 


GR, IT, 


LI, LU, 


NL, 


SE, MC, PT, 




IE, 


FI 






















JP 


2002506020 




T 




20020226 




JP 2000- 


535322 




19990311 


AT 


297731 






T 




20050715 




AT 1999- 


911307 




19990311 


HK 


1033907 






Al 




20051111 




HK 2001- 


104461 




20010627 


US 


2002082273 




Al 




20020627 




US 2001- 


956980 




20010921 


AU 


2002318888 




Al 




20030410 




AU 2002- 


318888 




20021213 


PRIORITY APPLN. 


INFO 














US 1998- 


38154 




A 19980311 




















AU 1999- 


29981 




A3 19990311 




















WO 1999- 


US5291 




W 19990311 



ABSTRACT : 

The invention relates to the 
the treatment of Alzheimer's 



identification of Pharmacol, agents to be used in 
disease and related pathol. conditions 



and compns. for treatment of conditions caused by amyloidosis, Ap-mediated 
formation of reactive oxygen species, or both, such as Alzheimer's 

disease, are disclosed. Examples are given of effects of chelators on extraction or 

resolubilization of A0. Accumulation of A0 in the brain cortex is 

closely related to the cause of Alzheimer's disease and Cu and Zn are 

thought to be involved in plaque pathol . Examples of chelators are TPEN, EGTA, 

TPEN, bathocuproine, and bathophenanthroline . 
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ABSTRACT: 

The invention relates to the identification of Pharmacol, agents to be used in 
the treatment of Alzheimer's disease and related pathol. conditions. 
Methods and compns. for treatment of conditions caused by amyloidosis, 



Ap-mediated ROS formation, or both, such as Alzheimer's disease, 
are disclosed. 
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ABSTRACT : 

The invention discloses methods for identifying candidate Pharmacol, agents to 

be used in the treatment and/or prevention of Alzheimer's disease 

and/or related pathol . conditions . The methodol . of the invention involves 

determining whether the agent is capable of altering production of hydrogen 

peroxide, 

Cu(I) , or Fe(II) . 
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ABSTRACT: 

The present invention is directed to the identification of agents that can be 

used to decrease the neurotoxicity of amyloid p (AP) and the 

formation of Ap polymers, and to the use of such agents to develop methods 

of preventing, treating or alleviating Alzheimer's disease (AD) 

and/or the symptoms of AD. More specifically, the present invention is 

directed to the identification of agents that could be used to treat AD. 

Because the ability of Ap to function as an antioxidant, i.e., to generate 

H202 from 02- may, in many instances, be beneficial, the invention also relates 

to a method for identifying an agent to be used in the treatment and/or 

prevention of AD and symptoms thereof, wherein said agent is capable of 

interfering with the interaction of 02 and Ap to generate H202 without 

interfering with the SOD-like activity of Ap, i.e., the ability of Ap 

to function as an antioxidant. Thus, the invention relates to a method for the 

identification of an agent to be used in the treatment and/or prevention of AD 

and/or symptoms thereof, wherein the agent inhibits oxygen-dependent hydrogen 

peroxide formation activity, but does not inhibit the superoxide -dependent 

hydrogen peroxide formation, the method comprising: (a) adding the agent to an 

Ap-containing sample; (b) determining whether the agent is capable of inhibiting 

dissolved oxygen -dependent hydrogen peroxide formation; and (c) determining whether 

the agent is capable of not inhibiting the Ap-catalyzed 

superoxide -dependent hydrogen peroxide formation. In a preferred embodiment, 
the method of determining whether the agent is capable of not inhibiting the 
superoxide -dependent hydrogen peroxide formation is conducted using pulse 
radiolysis or the NBT assay. In a preferred embodiment, the determination of the 
ability of the agent to inhibit the Ap-catalyzed superoxide-dependent 
hydrogen peroxide formation is made by determining whether Ap is capable of 
catalytically producing Cu(I), Fe(II) or H202 . 
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Methods are provided for identifying candidate Pharmacol, agents to be used in 
the treatment and/or prevention of Alzheimer's disease and/or related 
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